Case reports

DIAGNOSIS
The index case (case 1) was the first child of unrelated Scottish parents, male, born at term, with a birth weight of 3700 g. At 3 months of age, after difficulties in breast feeding, he was changed to formula feeds. His progress from 3 to 5 months was characterised by slow feeding, vomiting, irritability, drowsiness, and deterioration in weight from the 50th to the 3rd centile. A plasma tyrosine concentration of 1300 imol/I (reference range 30-100) and an increased urinary excretion of tyrosine were the only abnormalities found. At 8 months of age a low tyrosine diet was instituted and within days the infant improved.
The second child (case 2) of the same parents was female, full term, and weighed 4000 g. On breast feeding at 4 days of age plasma tyrosine concentration was 705 ,tmol/l, rising to 1340 [tmol/l at 18 days, and a low tyrosine diet was commenced.
At presentation both children had normal liver function tests, normal plasma methionine, and no generalised aminoaciduria. On restricted diet with plasma tyrosine concentrations of 400-800 jimol/l both children had abnormal urinary excretion of p-hydroxyphenyllactic, p-hydroxyphenylpyruvic, and p-hydroxyphenylacetic acids. N-acetyl tyrosine was identified by gas chromatography-mass spectrometry. Succinyl acetone and delta amino laevulinic acid excretion in urine were within normal limits.
Ascorbic acid, used in transient neonatal tyrosinaemia,' was tried in a dose of 200 mg three times a day on case 1 at the age of 2 years with no effect on plasma tyrosine. Pyridoxine, the cofactor of tyrosine aminotransferase,' in a dose of 50 mg three times a day, was also ineffective. Biochemical monitoring of tyrosine concentrations (figure) shows fluctuating control in the range 300-800 iimol/l with occasional peaks of up to 1000 ,Imol/l.
DIET
At 12 years case 1 was on the 50th centile for height and weight. His eye symptoms had become less frequent and less severe with no overall change in plasma tyrosine concentrations. On psychometric testing using the Wechsler intelligence scale for children, standardised for Scotland (WISC-RS), he showed overall average ability scoring 98 (45th centile) on the full scale, with a discrepancy (significant at the 5% level) between the verbal scale score 85 (16th centile) and the performance scale score 1 5 (84th centile).
At 10 years case 2 was on the 75th centile in height and the 97th centile in weight. Bouts of mild conjunctivitis continued to occur every three to six months and responded to temporary further reduction in tyrosine intake. She was Barr, Kirk, Laing Eye lesions are extremely distressing with photophobia, intense burning pain, inflamed conjunctivae, and herpetic-like corneal ulceration. Residual damage can occur with dense corneal scarring, neovascularisation, and visual impairment. In our patients on diet episodes of keratoconjunctivitis occurred at times of intercurrent infection and usually, but not invariably, with plasma tyrosine concentrations of >800
[tmol/l. Symptoms responded rapidly to further temporary restriction of tyrosine intake and no significant corneal damage has resulted.
The mechanism of brain damage is not known. A range of neurological outcome is reported from normality, through defects in fine coordination and language skills, to microcephaly, self mutilation, and gross retardation. SpringerVerlag, 1990:199-209. 
